suggests that pro-inflammatory cytokines are part of the pathophysiology of depression and anxiety in adolescence similarly to what has been described in adults, indicating that immune dysregulation is present at a younger age and at an earlier stage of disease progression. The study also indicates that SSRI's have anti-inflammatory properties. The causal relations between inflammation and emotional disorders and whether the effect of SSRI's is mediated by an anti-inflammatory mechanism are yet to be investigated. Objective: Both higher socioeconomic status (SES) and supportive personal relationships confer health benefits, including better immune function. This study assessed the joint impact of SES and social support on the expression of latent Epstein-Barr virus (EBV), blood pressure, and depressive symptoms in 224 women newly diagnosed with breast cancer or awaiting diagnostic results. Design: Women either awaiting further evaluation following an abnormal mammogram (n = 73) or newly diagnosed with breast cancer (n = 151) provided blood samples and completed questionnaires. Results: More highly educated women with more support from friends had lower EBV VCA antibody titers, reflecting a stronger cellular immune response to the latent virus; however, among less educated women, friend support was not associated with EBV antibody titers. Similarly, more highly educated women with more friend support had lower systolic blood pressure (SBP); however, friend support was not associated with SBP among less educated women. Women who reported more support from friends and family had fewer depressive symptoms regardless of SES. Neither cancer status nor cancer stage among those diagnosed with cancer was significantly related to these outcomes. Conclusion: Lower SES women may not reap the same immunological benefits from friend support as their higher SES counterparts. Chemotherapy can diminish cellular immunity, and thus these differences may be exacerbated by cancer treatment. An anti-inflammatory vagal pathway reduces stress-associated production of proinflammatory cytokines. Reduced inflammation favors cancer control mechanisms. This study evaluated whether vagal-mediated anti-inflammatory processes and childhood adversity modulate the cortisol and cytokine response to the Trier Social Stress Test (TSST). Women with breast cancer, who were assessed for childhood adversity, completed the TSST while wearing Holter monitors to capture vagal tone. Salivary cortisol, cytokines and affect were measured before, throughout, and after the TSST anxiety, tension, cortisol, and cytokines increased in response to the TSST and returned to baseline 60-min post-TSST. Women with suppressed vagal tone during the TSST exhibited greater tension and cortisol post-TSST. Elevated anxiety and tension after the TSST were associated with greater changes in IL-6 and IL-1 beta. Childhood physical and emotional abuse correlated with decreased vagal tone and greater negative affect in response to TSST, but not at baseline; while emotional neglect was associated with a greater IL-6 change. These results demonstrate that the response to an acute social evaluative threat is affected not only by vagal tone but also by childhood adversity, such that women with suppressed vagal tone and exposure to childhood adversity exhibit a more intense inflammatory response to acute stress and a substantially slower recovery. Heightened inflammation in response to stressors may compromise cancer control. Ample research implicates inflammatory processes in depression. Consistently, it has been shown that inflammatory challenges induce depressive-like symptoms in rodents, which can be rescued by antidepressant drugs. However, this demonstration was limited to acute models of LPS or IL-1 administration, which do not capture the progressive course of the disease. Furthermore, the mechanisms underlying the effects of antidepressants in those models are unclear. The present study aimed to assess the effects of antidepressants in a chronic model of neuroinflammation-induced depression and to elucidate the involvement of microglia in these effects. Mice with microglia-specific transgenic expression of green fluorescent protein were chronically administered i.c.v. with 20 ng/ day IL-1 or saline via osmotic minipumps. In the following 14 days, half of the animals received imipramine via the drinking water (i.e., a 2X2 experimental design). After two weeks, animals were perfused and their brains removed for histology. IL-1-treated animals not treated with imipramine developed depressive-like symptoms already after one week which exacerbated by two weeks of administration, including a significant decrease in sucrose preference, social exploration, and body weight compared to control animals. Imipramine completely blocked these deleterious effects of IL-1. We are currently assessing the effects of chronic IL-1 and imipramine on microglia number and activation status. The results may provide the first demonstration that antidepressants block chronic neuroinflammation-induced depression via an anti-inflammatory effect on microglial activation. doi:10.1016/j.bbi.2011.07.123 PNIRS meeting abstracts / Brain, Behavior, and Immunity 25 (2011) S179-S242 S213
